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Dialog. S1.
Dietary restriction of rodents decreases aging rate without affecting initial mortality rate -a meta-analysis Mirre J.P. Simons, Wouter Koch, Simon Verhulst A. Plot of simulated data, revealing bias at the intercept inherent to the method employed by Nakagawa et al. 2012 . Pairs of survival curves were simulated that differed in b (i.e. slope, aging rate), but not in a (i.e. intercept, vulnerability) and the hazard ratios were calculated estimated following Nakagawa et al. 2012 or with MLE for different total sample sizes. Note that the a and b simulated were based on the average a and b we estimated across the studies we included. The horizontal line is the expected ln(Hazard ratio) of 0, because a was simulated to not differ between the pairs of survival curves. MLE did not induce any consistent bias, whereas the method employed by Nakagawa et al. 2012 revealed a consistent bias across sample sizes that is quantitatively similar to the effect they report (for mice: -0.44, for rats: -0.66). Standard errors are the results of a 1000 simulations per data point.
B. Plot illustrating the bias inherent to the method employed by Nakagawa et al. 2012, using the 82 pairs of survival curves we re-analyzed (references outlined in Table S1 ). Plotted against each other are the estimate of both methods, intercept and a. The gridlines cross at x=0 and y=0, revealing a distinct shift of the intercept to lower values when the methodology of Nakagawa et al. 2012 is used.
C.
The data set we used is not identical to the set used by Nakagawa et al. 2012. This could contribute to the difference in results and we therefore tested whether using the papers included in Nakagawa et al. 2012 would change their overall conclusion when subjected to our statistical methodology. Because we could not reliably calculate parameter estimates from studies reporting 4 datapoints (ages at death) or less using MLE we could not re-analyze the full set Nakagawa et al. included. Therefore we reanalyzed the data of Nakagawa et al. using their full rodent set and a truncated set, excluding studies for which only 4 data-points or less where available for a treatment group. This selection reduced the number of effect size included in Nakagawa et al. 2012 with 13%. For analyses of this truncated data set we used the same meta-analytic technique as described in Nakagawa et al. We find that results of the full set and truncated set are similar and show a pronounced effect of dietary restriction at the intercept level (table D1) . Using MLE for this truncated set of studies we find similar results as in our set (compare table D2 with table 1 in manuscript): dietary restriction slows aging, lowers b, but has little and a non-significant effect on a. Thus we conclude that also in a data set that overlaps as much as possible with the data set used by Nakagawa et al. the suggestion that DR lowers vulnerability to the aging process (a) can be attributed to the bias induced at the intercept level by linear regression. 
